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REMARKS 

Introductory Comments 

All claim cancellations and withdrawals, and amendments to the claims, are so made 
without prejudice or disclaimer to the right to pursue non-elected, deleted, omitted, or cancelled 
subject matter in one or more continuation or divisional applications. 

Unless otherwise indicated, all references to paragraphs, lines, Figures, Examples, etc. 
refer to those portions of publication No. US 20060122106, which is the publication of the 
subject application. 

Status of the Claims 

By virtue of the Listing of Claims presented herein, claims 1-3, 5-12, and 14-32 are 
pending. 

Claims 7 and 15-21 were withdrawn previously, being directed to non-elected subject 

matter. 

Claims 4 and 13, and 31 were cancelled previously. 

Claims 1-3, 5, 6, 8-12, 14, and 22-32 are under consideration. 

Claim 1 has been herein amended to omit the recitation, ", wherein said active fragment 
comprises amino acids 22-26 of the amino acid sequence set out in SEQ ID NO:2". 

No new matter has been introduced by virtue of the amendments to the claims as 
reflected above. 

Withdrawn Objections and/or Rejections 

Applicants acknowledge the Examiner's withdrawal of the rejection of claims 27-29 
under 35 U.S.C. § 1 12, second paragraph in view of the amendments to the claims. 

Applicants also acknowledge the Examiner's withdrawal of the rejection of claims 1-3,5, 
6, 8-12, 22-30, and 32 under 35 U.S.C. 1 12, first paragraph in view of Applicants arguments in 
rebuttal thereof. 
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Claim Rejections 

Applicants have carefully considered the points raised in the outstanding Office Action 
and believe that the Examiner's concerns have been addressed as described herein, thereby 
placing this case into condition for allowance. 

Rejection under 35 U.S.C. § 1 12, first paragraph: New matter 

Claims 1-3, 5, 6, 8-12, and 30-32 are rejected under 35 U.S.C. § 1 12, first paragraph, as 
allegedly containing subject matter which was not described in the specification in such a way as 
to reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. Specifically, the Examiner 
asserts that the recitation in Claim 1, '"wherein said active fragment comprises amino acids 22- 
26 of the amino acid sequence set out in SEQ ID NO: 2", introduces new matter insofar as 
allegedly "there is no support for such a limitation in the application as filed." 

Applicants disagree, for the reasons provided in Applicants' response filed on June 10, 
2009, at least. Nonetheless, in order to advance prosecution in this case, Applicants have 
omitted the recitation from Claim 1, as indicated above, thereby rendering moot the rejection. 

Applicant further notes that the Examiner has withdrawn his previous rejection under 35 
U.S.C. § 1 12, first paragraph, written description, rejection with regard to, e.g., "PYY agonist" 
and "active fragment of PYY" as recited in the claims. 

Rejection under 35 U.S.C. § 1 12, first paragraph: enablement 

Claims 1-3, 5, 6, 8-12, and 22-32 are rejected under 35 U.S.C. § 1 12, first paragraph, 
"because the specification, while being enabling for a method of treating, ameliorating, or 
protecting from an intestinal damage, comprising peripherally administering a pharmaceutically 
active formulation of PYY or PYY(3-36) to a human to treat or alleviate the intestinal damage, 
does not reasonably provide enablement for a method of preventing an intestinal damage ." 
(emphasis in original). Specifically, the Examiner asserts that "working example 1 does not 
show that PYY or PYY agonists may be used to prevent an intestinal damage associated with a 
condition, such as inflammatory bowel disease." emphasis in original). 

With regard to alleged lack of enablement for central administration, Applicant submits 
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that the amendments to the claims, which recite that the compounds are administered via 
peripheral administration, renders the rejection as it pertains to central administration moot. 
With regard to the allegation of lack of "guidance and working examples with respect to 
preventing an intestinal damage," Applicant first reminds the Examiner that it has been well- 
settled in the Courts that working examples, per se, are required to satisfy the requirements 
outlined in U.S.C. Section 112 (see Applicants' response filed June 10, 2009) This 
notwithstanding, Applicant notes again that the specification, indeed, provides in Working 
Example 1 that "PYY or a PYY agonist may be used to protect from colon injury (see, e.g., 
Example 1 beginning at paragraph [0050], and particularly paragraphs [0061] and [0062]. In 
Example 1, it is disclosed that in pre -treatment of animals with the PYY agonist, PYY[3-36], 
prior to administration of agents that otherwise induce ulceration, results in prevention of the 
ulceration (see, e.g., [00062]: the Gross Morphology Index was 1.64 +/- .029 (no ulcers; see 
Table 1) for animals pre-treated with PYY[3-36], whereas animals pre-treated with saline only 
had a Gross Morphology Index of damage index of 3.24 +/- 0.66 (linear ulcers; see Tablel). 
Hence, Applicants demonstrate the prevention of intestinal damage, said intestinal damage 
comprising a morphological damage, wherein said morphological damage comprises an 
ulceration in a subject by peripheral administration of a PYY or PYY agonist. Accordingly, the 
subject application provides ample enabling disclosure for the recitation in the claims concerning 
preventing the recited damage. 

In view of the foregoing, Applicant submits that the rejection under 35 U.S.C. 1 12, first 
paragraph -enablement is traversed and/or moot and should be withdrawn. 

Rejection under 35 U.S.C. § 102(b) 

Claims 1, 2, 5, and 10-12 and 22-30 and 32 are rejected under 35 U.S.C. § 102(b) as 
allegedly being anticipated by Balasubramaniam (U.S. Patent No. 5, 604, 203), hereinafter '203. 
Specifically, the Examiner echoes previous assertions adds that "the intestinal damage caused 
by these gastrointestinal disorders necessarily comprises a morphological damage, such as an 
ulceration and those listed in claims 30 and 32." The Examiner now further adds the allegation 
that "there is no evidence on the record showing that an intestinal damage associated with, for 
example, inflammatory bowel disease does not comprise an ulceration. In fact, the histologic 
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features of inflammatory bowel diseases such as ulcerative colitis or Crohn's disease comprise 
ulcer as evidenced by U.S. patent No. 5,214,066 (columns 7, lines 1-7; column 1, lines 49-51)". 
Applicant traverses. 

To anticipate a claim, a reference must disclose every element of the claim. Verdegaal 
Bros. v. Union Co. of California, 2 U.S.P.Q.2d 1051, 1053 (Fed. Cir. 1987) and InreDonohue . 
766 F.2d 531, 534, 226 U.S.P.Q. 619, 621 (Fed. Cir. 1985). An anticipation rejection requires a 
showing that each element of the claim is found in a single reference, practice or device. In re 
Donohue , 766 F.2d 531, 534, 226 U.S.P.Q. 619, 621 (Fed. Cir. 1985). The absence of a single 
claimed element from a cited reference precludes a finding of anticipation. Atlas Powder Company 
v. E.I, du Pont de Nemours . 750 F.2d 1569, 1574, 224 U.S.P.Q. 409, 411 (Fed. Cir. 1984). 

The Examiner is essentially arguing that, whereas the limitations concerning 
morphological damage comprising an ulceration is not expressly taught in cited reference, the 
reference nonetheless inherently (i.e., "necessarily") teaches such. The Examiner points to US 
5,214,066 to support this notion, alleging that the reference teaches that "inflammatory bowel 
diseases such as ulcerative colitis or Crohn's disease [necessarily] comprise ulcer (bracketed 
portion added by Applicant). In this regard, it is noted that, "[i]nherency requires absolute 
certainty. A case for inherency may not be established by probabilities or possibilities. The mere 
fact that a certain thing may result from a given set of circumstances is not sufficient, (see 
Hansgirg v. Kemmer, 26 CCPA 937, 940, 102 F.2d 212, 214, 40 USPQ 665, 667 (1939)). 

Contrary to the Examiner's assertion, the 5,214,066 reference that the Examiner relies on 
to shore up his inherency allegation does not demonstrate such inherency. The reference merely 
teaches an experimental animal research model in which ulcerations are induced which mimic 
ulcerations that may be observed in certain bowel disease states. This does not demonstrate that 
all such bowel disease, or even all stages of, e.g., Crohn's disease "necessarily" comprise 
ulceration. Indeed, as taught in Louis et al., "Behaviour of Crohn's disease according to the 
Vienna classification: changing pattern over course of the disease, Gut, Vol. 49, pp. 777-782 
(2001)(see EXHIBIT A and accompanying Information Disclosure Statement), the behavior of, 
e.g., Crohn's disease may be classified according to, e.g., severity and nature of symptoms and 
clinical aspects at various stages of the disease. Furthermore, such classification may be 
employed to distinguish between, e.g., "primarily penetrating, primarily fibrostenotic, or 
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primarily inflammatory" (see, e.g., Louis et al (2001), pg. 777, last paragraph). Accordingly, 
Crohn's disease, and indeed inflammatory bowel diseases as a whole, do not comprise ulceration 
with absolute certainty. Thus, ulceration is not an inherent property of inflammatory bowel 
disease, and thus neither the alleged teachings of 5,604,203 nor of 5,214,066 inherently teaches 
treatment, amelioration, or prevention or protection from an intestinal damage, said intestinal 
damage comprising a morphological damage, wherein said morphological damage comprises an 
ulceration. Accordingly, the claims distinguish from the cited reference(s). 

In view of the foregoing, Applicant submits that the 102(b) rejection is traversed and/or 
moot, and should be withdrawn. 

Rejection under 35 U.S.C. § 103(a) 

The Examiner has again rejected claim 14 under 35 U.S.C. § 103(a) as being allegedly 
unpatentable over Balasubramaniam (U.S. Patent No. 5, 604, 203), hereinafter '203, as applied 
to claims 1, 2, 5, and 10-12 above, and further in view of Dumont et al. 26:320-324 (1994). 
Specifically, the Examiner asserts that whereas '203 allegedly teaches a method of treating 
intestinal damage comprising administering a pharmaceutically active formulation of PYY or a 
PYY agonist to a human as applied to claims 1, 2, 5, and 10-12 above, '203 fails to teach the 
method of claim 14, comprising administering PYY [3-36]. The Examiner applies Dumont et al. 
in an attempt to cure the deficiencies of '203. Applicant respectfully traverses. 

Notwithstanding the comments Applicant provided to this rejection in Applicant's 
previous response, which Applicant thereby incorporates by reference in its entirety, Applicant 
submits that Dumont fail to teach or suggest an ability of a PYY or PYY agonist to treat, 
ameliorate, prevent, or protect from a morphological damage comprising an ulceration upon 
peripheral administration to a subject. Dumont fails to teach or suggest that ulceration is 
"necessarily" a morphological damage that accompanies any intestinal bowel disorder. Thus, 
Dumont fails to cure the deficiencies of the primary reference. Accordingly, the 103(a) rejection 
is traversed and/or moot and should be withdrawn. 

Conclusion 

In conclusion, all rejections and objections outlined in the outstanding Office Action are 
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in error and should be withdrawn. 

Applicants believe that all issues raised in the Office Action have been properly 
addressed in this response and in the amendments to the claims as shown in the attached Listing 
of Claims. Accordingly, reconsideration and allowance of the amended claims is respectfully 
requested. If the Examiner feels that a telephone interview would serve to facilitate resolution of 
any outstanding issues, the examiner is encouraged to contact Applicants' representative at the 
telephone number below. 

No additional fees are believed due for this submission. However, if a fee is due, the 
Commissioner is hereby authorized to charge payment of any fees associated with this 
communication, to Applicant's Deposit Account No. 010535 referencing Docket No. 0402US- 
UTL. Additionally, the Commissioner is hereby authorized to charge payment or credit 
overpayment of any fees during the pendency of this application to Applicant's Deposit Account 
No. 010535. 

Date: December 2, 2009 Respectfully submitted, 

AMYLIN PHARMACEUTICALS, INC. 

/Michael D. Ruse, Jr./ 
Michael D. Ruse, Jr. 
Reg. No. 55,900 

Amylin Pharmaceuticals, Inc. 
9360 Towne Centre Drive 
San Diego, California 92121 
Phone (858) 552-2200 
Facsimile (858) 552-1936 



EXHIBIT 1 
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Louis et al, "Behaviour of Crohn's disease according to the Vienna classification: changing 
pattern over course of the disease, Gut, Vol. 49, pp. 777-782 (2001) (begins on next page). 

REMAINDER OF THIS PAGE LEFT INTENTIONALLY BLANK 
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Abstract 

Background- — Crohn's disease is a hetero- 
geneous disorder with both a genetic and 
environmental aetiology. Clinical classifi- 
cations of the disease, such as the newly 
proposed Vienna classification, may help 
to define subgroups of patients suitable for 
studying the influence of specific genetic 
or environmental factors. 
Aim — To assess the stahility over the 
course of the disease of its location and 
behaviour, as determined according to the 
Vienna classification. 

Patients and methods— -The notes of 297 
Crohn's disease patients regularly fol- 
lowed up at our institution were carefully 
> % d teirospeetively. The behaviour 
and location of the disease according to 
the Vienna classification were determined 
at diagnosis and after .t, 3, 5, 10, 15, 20, and 
25 years of follow up. The proportions of 
the different behaviours and locations of 
the disease were calculated at these time 
points. A statistical analysis of the evolu- 
tion of th > • » m.-r 
was performed on a subgroup of 125 
patients with at least 10 years of follow up. 
The influence of age at diagnosis on loca- 
tion and behaviour of the disease was 
assessed as well as line influence of 
location on the beha viour of the disease. 
Results — The location of the disease re- 
mained relatively stable over the course of 
the disease. Although the proportion of 
patients who had a change in disease loca- 
tion became statistically significant after 
five years (p=0»01), over 10 years only 
15.9% of patients had a change in location 
(p<9.001). We observed a more rapid and 
prominent change is disease behaviour, 
which was already statistically significant 
after one year (p-0.04). Over 10 years, 
45.9% of patients had a change in disease 
behaviour (p<0.0o0i). The most promi- 
nent change was from non-stricturing 
non-penetrating disease to cither stricter- 
ing (27.1%; p<0.0001) or penetrating 
(29.4%; p<0.0001) disease. Age at diagno- 
sis had no influence on either location or 
behaviour of di - e. Heal Crohn's disease 
was more often stricturang, and colonic or 
ileocolonic Crohn's disease was more 
often penetrating: this was already the 
case at diagnosis and became more 
prominent after 10 years (p<0.05). 



> - < hi s dis- 

ease, as defined by the Vienna classifi- 
cation, is a relati - ! ^ie phenotype 
which seems suitable for phenotype- 
genotype analyses. Behaviour of Crohn's 
disease according to the Vienna classifi- 
cation varies dramatically over the course 
of the disease and cannot be used in 
phenotype-genotype asialyses. Tile poten- 
tial influence - ie behaviour of 
Crohn's disease should be studied in sub- 
groups of patients defined by their disease 
behaviour after a fixed duration of dis- 
ease. 
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Crohn's disease !•; :; multhactonai poivgetsio 
d -to-e A'L i >< a r> 

rhe> t vpod s 



also exist. Various de,eaoo phetretypas. that may 
i, o . ;,ku 1 ) sug- 

gested. 5 These include age at diagnosis, Sax, 
family history, o ease,: x>nse i> 

treatment, artd what has been called behaviour 
of disease ho e 

the vauo js chprpcteri't^ 
as iter ere 
However, the ~ 

may be the irrelevance of the pheaotypes stud- 
ied. To K>? l 



-. pber:o 



;:iU1 be 



n parttetthsr ; a and I 
stabiht.v of the phenoiypes remains 
proved. 

Behaviour ' st refer.' 

indication for surgery: either perform 
non-perforating disease."' These deti; 

behaviour was then sen. \s 

tiy inflammatory, depending on the dosni 
feature at a given point in iinte.'' Ho 
penetrating and tibrostenotic features 



; e ' • o» 



•hods, Cabbed, cher, o ai 



coexist -and this 3 proved to be dif- 

ficult to reproduce. ' 3 A new classification based 
on disease behaviour was then proposed at 

fixed disease behaviour in individual patients, 
including indications for surgery 1 " and 
relative conservation of disease behaviour in 
multiply affected famines.' 7 "'* However, the 
stabiiitt ofdisea our over 

She disease has never been studied specifically 



i tir, some 

conservation of this character has been 
described in multiply affected families."' 1 * 
Furthermore, specific disease locations have 
been linked >, serological or genetic markers 
such as antineutrophi! antibodies. 5 " 31 Again, 
the Vienna cla s i m his proposed 

some modifications m an attempt to produce 
snore relevant end stable categories " Further- 

w s . '. ' .r „ >. h rite 

( e , wiaraateri- 

.1 is dec; before 
>e As lot disease 

■< ^ ear whether these 

lev • >c - - es represent stable 

phenotypes auitabie for genotype-phenotype 
association studies* 

r w n > k was to assess 

Vienna classification, in particular, we wished 
to examine stable characters that may be 
1 -an- , or u i i 

Patients and methods 

C:.ASS1FK:AT!0K ill- fA'nKNTS 

From a computed database of 500 patients 
with Crohn's disease seen at our university 
t i t t i were 

astroemero'iog 
v . ,. . , s. u > . wev>ed the medical 
.cotes of these 297 patients. For each patient, 
we determined current A (age at diagnosis), L 
dotation nc l 
\ nr... - -;ean>>o ra ^1 We then retro- 
spectively determined LB status at diagnosis, 
and after 1, 3,5, 10, 15, 20, and 25 years of 
evolution. 

According to the Vienna classification, 
diagnosis was 

made before 40 years of age and A2 if it was 
made thereafter. LI corresponds to disease 



located in the terminal ileum ('possibly involv- 
ing the caecum), L2 in the colon, L3 iieocolon, 
and L4 involving the upper gastrointestinal 

ct - espc se other 

list •}-. Ixjcat d defined by the 

maximal extent of the disease but in case of 
surgical resection doting the course of the tiis- 

Bl corresponds to a nosi-stncrtiring non- 
penetrating disease, iff; stricavring, and B3 
penetrating. A titsease is , ••.!„ as Iff? as 
soon as there are intra-abdominal or perianal 
fistula, perianal ulcer, inrlarcsmatorv tnass, 



ed a 



r the 



:. V is. 



classified pa* s ^rd oca ion 

depending on ace > rssi t and; ff behav- 
iour depending on location. 

i y easy to urd in 

behaviour, we used r ray, computed tornogra- 
phy scan, magnetic resonance imaging, ultra- 
sound, attci endoscopy protocols as well as 
ff k it 

were missin; o v s 

tied until more recent data were available. 



ttxttitts.stoN set eases to asm sssvstscics 
in the description of our population according 
to the Vienna classification ciiteria at the last, 
visit, the proportion of patient:; in she various 



.. In 



ecsffoiato 



on the numbs 

' * nei .e s toe net e 

patients on o the 
l-il . _ > s 
( . v d ? t 1 its, never exceeding 

3% of patients. 
Tbehcs o i nd 



iavige 



years of evolution in a subgroup of 125 patients 
with a follow up of at least 10 years. Toe 
>r p ion wa considered statistical 
car;: when die ratio between the observed pro- 
portion i 
1.96 (P<0.03). 

In the description of disease behaviour and 
change in location over 10 yet;;;, in the 125 
qfCrofm-M&vjM- patients, duration before change ts given as 

median (range). 

V hen v, 

;um diagnos - >n K^a- > 

A \L ft 1 

rotatestina: of disease, we compared percentages of pa- 

™«,..iB (.cnttTotjjg nert-, in the varies. e iit,\ t 

exact test with a level of significance set at 
i p<0.05. 



Results 

\i \ v. n n- , \m \i n 

We had recent clinicai data (within the last two 
years) for 264 of the 297 patients studied. 
Median follow up at the last visit for these 



s 9 yes 



^roportums o 



ttients in the different cl 
I to items A, L, and B < 
t s . Al, 83.59! 
%.L2,21.6%;L3, 32.9°/ 
: 81, 28%; B2. 27.7% 



I 



I 



m,i > > J , B * \ 

became B2, and dime became B3 ('median foi- 



■ase were 259, 218, 187, 125, 74, 47, and 25, 
espectiveiy. Evolution over time of the pro- 
>ortkm of patients cl assified according to items 
and B of The Vienna classification are shown 
n table 2. There was a dramatic change in the 
;roportior o t» i \ 

1 . v 1 . 

vas minimal. When examining the rate of 
:hange in behaviour over turn:, and particularly 
be rai > ea see of complicated forms, 
ve ^ 5% of pane with disease 

r , 

niriaily BT patients became B2 or B3 from 
> tive years, 43.1% from five to 10 
'/<, from 10 to 15 years, 10% from 15 



v% 

C2 s in r e 
hmom 33 were classified as 
nd 58 were classified as Bl 
over time. Among, these 
orrty i'78%) remained B2 
. 6.5 years (range 1-32)), In 
nts who were classified as B2 
remained us B2 (median - 



data on behavioi 
points for 109 pa 
classifications ov< 



of <:. 



changing from Bl t< 



proportso 
29.4%, with a median duration heron 

tov i , 

B2 patients changing from B2 to B 3 ws 



influence of surgery on evolution' of 

OiSS'AV-; BEfiAYiOtTR. 

In total, 68 t ery and the 

proportion of patients who had surgery over a 
10 year period was 30.4% (38 of 125 patients 
with ar least 10 years of follow up). At the time 



TabieS L (location) am 
;/;■: s0V»»<i baisi/soeiy 
(A). Tksrs mas m; signi/l, 
A! andA2 



Discussion 

Using the new \ . aiion of Crohn's 

ing disease behaviour was significantly - 

age at diagnosis. 
As it beam - J -< -<.- rep 

i on portal e d >st 
reproducible phenotypes in order to t n their 



, 43.9% 



cha 



proportion was already significant after one 
i-eai >=O.04 Examu'ngfliticrcnr types 

of changes in disease behaviour, the only 
a was that 

_ - 15). 

Thet),«p)^ i i i 

disease location from LI to another location 
was 20.3% (83.3% to 13), with a median 
duration before change of 5.5 years (2,3-10). 
Ihe \e ( * „ m.nally lJ2 dung- 

ing to 1.3 or - a 

a median duration before change of 7 5 veers 
(h- iOj, The proportion of patients initially 
changing to lA was 4.8% (1/21; change after 
b 3 years). Overall, aires 10 years of evolution, 
15.9% bad a change in location and this 
' p » ^ e, h-.it only after five 

years (7.9%; p~0.Ol). 



A tt tai ol ""^ ,o s v, ere diagnosed 

with Crohn's disease before 40 years of age 
(Al) and 49 (16.5%) after this age (A2). The 
BL classification at diagnosis for these patients 
is shown in iabie 3. There was no significant 
- [nborlh 



i this at i »v jv s 

the course of the disease has; not been demon- 
strated. 

We found good stability of disease location, 
defined according to the Vienna classification. 
Although the trend toward a changing pattern 

evohraoru overaii lover 10 voars; about 3%, of 
patrent, die: not show a change, 'ihis relative 

usiag siigbrit- different detentions of disease 
location,'' although some changes may also be 
observed." During its course a disease can 
extend or regress within the same region and 
tons well not change its classification according 
to t! r t t v. i \ j 

extend to another region. According to on;; 
results this doe;; not seem to occnr frequently. 
The main change we observed was from ileal 

1 "> . sAet x >ao-~, > t > . u less 

than one fifth (if p.e ^ lealorpure 

colonic diseas ' ftequeoo 

upper gastro t s 

l oevclop these 

over the course iln r sat-ve stt 

bility may be du« i tt <^ - v • % , m 

11 O OS 



while "location of disease remained more stable. 
The subgroup of A2 patients was too small 
however lotay 10 patients with at least 10 years 
of follow up) to perform any comparison. 



L at diagnosis and 
after 10 years of evolution is shown in table 4. 
At diagnosis, -Ik. was si<; 

colonic i „ I 1 < 

te prominent alter 1 0 years of 



(by o 



r 25 5 



■obabl 



These data tdicatec i 
a-a no ig to h \ i 
o m m , 

? etic i f 3 

seats a relevant characteristic in pheno 
genotype studies. 



In c 
behav 



Cfcill 



*P<0.03; **;><v.;ii,:t.a w C.3 sompared v.-jrb Li. 



Hehxvmsref Crohn's ditcase according to Vienna chssificanen 



have good interohserver reproducibility. 13 This 
changing pattern over time was suggested pre- 
viously nth in i of the Vienna 

tions were described in populations with 
different durations of follow up. !i in our popu- 
lation, while the majority of patients had 
uncomplicated non-stricroring non- 
penetrating disease (Bl) at diagnosis, very few 
had uncomplicated disease after 25 years of 

B;' ;o ; > B2) t 

penetrating (83) phenctype remained stable 
v i - " v i nd c x — - to decrease over 
time, with approximately 25-33% of Bl 
i , 2 or B3 every five years. 

This suggests that in our population, if 

suictoruig or penetrating disease. This how- 
ever may lefiect a particular severity of our 
Crohn's disease patients in an academic 
referral centre. Our data did not allow us to 
establish a duration of the disease after which it 
would be unlikely for disease behaviour to 
change. However, when considering smciunng 
disease, it is striking that the majority of 
patients develop this pattern within 10 years 
and that only a minority progress to a 
i ietratmg di 1 1 unent of a 

stricturing or penetrating behaviour probably 
represents a multifactorial phenomenon in- 
volving both environmental {including disease 
treatment) and genetic fact.ors. Therefore, 
c - ? r » important in the 

speed at winch a penetrating or stricturing 
behaviour develops than in die ultimate behae- 
iour of the disease, indeed, one-, could imagine 
that certain aspects of connective tissue 
metabolism are genetically determined and 
may influence fee occurrence of stricturing or 
penetrating < 

We did not find any significant difference in 
disease behaviour or location in relation to age 
at diagnosis, in the first paper on the Vienna 
oiassdl tio i difference n issease location 
ar was found 1 This discrsp 
t ^ 1 v. tion may be due to 
the * fea; we h act a relatively i number 
e L p itiei ts e, t; a a ei osis later than 40 years 
of age (A2), rendering statistical analysis on 
this subgroup difficult. Our data also showed 

and relative stability of disease location were 
found both in Al and A2 patients, suggesting 
that this changing pattern of Crohn's disease 
behaviour was not linked to age at diagnosis. 

The tins! point we studied was the associ- 
ation between disease location and behaviour 




found previously in the original description of 
the Vienna classification." As in this previous 
work we found an association between isolated 
small bowel location (LI.) and stricturing 
disease (B2 an i - >nic disease (L2) 



and penetrating behaviour (B'3), This associ- 
ation was preset.- . . .m.d was quami- 

pop~.3t.or u; \ ( . j> 

re of g ricturing 

<B2). This wa as 
lution and not at diagnosis. Thus obis differ- 
ence from the previous study may be linked to 
variable duration of disease at die time of 
cla sif ^atiot " I „s s t 
taring disease and small bowel location was 
pre> tou< v dese- .feed i > 
tions. 31 Apart j. , , s\ do cubed, 

behaviour over ante while disease location 
remained more fefe Het.ee • h-eai n ot i- 
ease. as delfned by the Vienna classification, 
can be osed m genotype-phenotype analyses, 
this ts not the case for behaviour of the 'disease. 
Nevertheless, die rate of appearance o i . f , t 

for genotype-behavioural pheaotype analyses, 
patient-- sftou v 

duration of dist a c 

to fee rate of appearance of structuring or pen- 
etrating complication. 
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